Remarks 



Claims 

Claims 1-19, 24-27, 30, 31, 34-40, and 49 are pending. Claim 28 previously was 
cancelled. Claims 20-23, 29, 32, 33, 41-48, and 50 are withdrawn. New claims 51-58 have been 
added. Claims 2, 16, 18, 34, 38, and 49 have been cancelled. 

Claim 1 is amended herein to recite "ester" instead of "derivative," and to recite "wherein 
said acid is a sulfonic acid, a sulfonic acid derivative, or nitric acid." Claim 1 has also been 
amended to define R 1 as a straight-chained Ci_6 alkyl group optionally substituted by an aryl 
group and to recite the definitions of R 2 and R 3 previously recited in claim 2. Claim 2 has been 
cancelled. Claims that depend from claim 1 have been amended accordingly or cancelled as 
indicated above. Claim 3 is amended to require that each R 2 represents a hydrogen. Claim 9 is 
amended herein to recite "wherein R is a hydrogen atom or an optionally substituted alkyl or aryl 
group." Claim 15 is amended to correct a typographical error by replacing "napthalene" with 
"naphthalene." Claim 25 is amended herein to recite "obtainable by a process comprising 
reacting a 5 -aminolevulinic acid derivative with an acid as defined in claim 1 ." Support for these 
amendments is found at least in the claims as originally filed and paragraphs 0009, 0013-0019, 
0020-0021, and 0083 of the application as published. 

New claim 5 1 recites a subset of previously claimed salts. New claims 52-58 recite 
specific ALA ester salts. Support for new claims 52-58 can be found in the specification at least 
at pages 29-32, Examples 1-4 and 7-8 and at page 40, Example 28. 

These amendments add no new matter. All amendments are made without prejudice and 
Applicants reserve the right to pursue any unclaimed subject matter in a continuing or divisional 
application. 

Response to Rejections 

Rejection Under 35 U.S.C. § 112 

The Examiner asserts that claim 15 lacks antecedent basis because it "recites the 
limitation directed to sulfonic acid derivatives" whereas claims 13 and 14, from which claim 15 
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depends, "limit the acid to only sulfonic acid." Applicants respectfully disagree. Claim 15 
recites various sulfonic acids, such as naphthalene- 1,5-disulfonic acid and ethane- 1 ,2-disulfonic 
acid. According to the specification, "sulfonic acid" includes any organic compound containing 
at least one -SO ^ H group , and can comprise 1, 2, or 3 -SO3H groups. See Application as 
published (U.S. Patent App. Pub. No. 2008/0064752) % 0013. The acid addition salts recited by 
claim 15 therefore have antecedent basis in the "sulfonic acid addition salts" recited by claims 13 
and 14. 

Rejection Under 35 U.S.C. § 103 

Claims 1-19, 24-27, 30-31, 34-40, and 49 are rejected as obvious over Gierskcky (U.S. 
Patent No. 6,034,267) in view of Berge et al. (J. Pharm. Sci. 66: 1 (1977)). According to the 
Examiner, "Gierskcky et al. teach esters of 5-aminolevulinic acid and acid addition salts 
thereof," including "alkyl and aryl phenyl substituted alkyl esters," and Gierskcky teaches that 
the "acid addition salts include organic and inorganic acids including sulfuric acid." Further, 
according to the Examiner, Gierskcky et al. teach "[pharmaceutical compositions comprising 5- 
ALA or salts thereof comprising the 5-ALA and pharmaceutically acceptable carriers and 
excipients" which are useful "as medicaments." Formulations are also described that contain 
"photosensitizing agents, chelating agents and surface penetrating agents." Office Action at 3. 

The Examiner concedes that Gierskcky does not "provide an example of 5-ALA 
derivative acid addition salt according to the instant claims" and that it "fails to explicitly list 
sulfonic acid derivatives as acceptable acids." See id. at 4. The Examiner asserts that Berge 
teaches "methyl sulfate as a pharmaceutically acceptable anion." See id. 

According to the Examiner, the person of ordinary skill in the art would "find it obvious 
to practice the invention of Gierskcky et al. as described in the patent specification. One would 
find it obvious to select any disclosed ester of 5-ALA and formulate it into a salt using organic or 
inorganic acid. Sulfuric acid is specifically listed in Gierskcky and methanesulfonic acid is a 
known pharmaceutically acceptable anion. Selecting a known anion for a pharmaceutically 
active salt is obvious absent unexpected results." 
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Applicants traverse the rejection on several grounds. First, the obviousness rejection 
does not apply at least to new claim 5 1 , which does not encompass sulfuric acid salts or 
methanesulfonic acid salts cited by the rejection. 

Second, the pending claims as amended and new claims 51-58 are limited to acid 
addition salts of 5 -ALA derivatives wherein said acid is a sulfonic acid, a sulfonic acid 
derivative, or nitric acid. Such acid addition salts are unexpectedly improved over the 
corresponding hydrochloride salt, as set forth in the specification. For example, the nitrate salt of 
benzyl ALA yielded higher levels of skin fluorescence than both the hydrochloride and 
hydrobromide salts of benzyl ALA. See Application as published fflj 0149 and 0256-0257 
(Example 38) and Fig. 6. Methane sulfonate salts of the benzyl and methyl ALA esters yielded 
skin fluorescence results superior to the corresponding ALA ester hydrochloride salt. See id. Tflf 
145-146 and 248-251 and Figs. 2 and 3. The methane sulfonate and toluene sulfonate salts of the 
hexyl ALA ester showed water-resistance superior to the hydrochloride salt of the hexyl ALA 
ester. The methane sulfonate salt did not deliquesce and the tosylate salt did not absorb water or 
deliquesce, whereas the hydrochloride salt deliquesced within about 5 hours. See id. ^Hf 0153 and 
0265-0266 and Figure 10. The tosylate salt of the methyl ALA ester similarly shows superior 
resistance to water compared to the corresponding hydrochloride salt. See id. ^Hf 0151 and 0261- 
0262 and Figure 8. The toluene sulfonate salt of the benzyl ALA ester showed skin fluorescence 
superior to that of the corresponding hydrochloride salt; the former had a higher peak 
fluorescence than the latter and the former reached its peak more quickly than the latter. See id. 
TfTf 0145 and Tflf 0248-0249 and Figure 2. These results indicate that the claimed sulfonate salts of 
ALA derivatives unexpectedly have properties superior to those of the corresponding 
hydrochloride salts. In view of these data, the pending obviousness rejections should be 
withdrawn. 

Double-patenting rejections 

The Examiner rejected claims 1-19, 24-27, 30, 31, 34-40, and 49 for obviousness-type 
double patenting over claims 1, 10, and 19 of U.S. Patent No. 7,287,646 and independently over 
claims 1 and 7 of U.S. Patent No. 7,217,736. Without admitting the propriety of the rejection of 
the claims prior to the current amendment, Applicants traverse the rejection with respect to the 
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claims as now pending. The claims have been amended such that they do not encompass the 
ALA esters of the cited patent claims. The cited claims recite branched alkyl esters or esters 
otherwise substituted such that they are not within the scope of amended claim 1 or any of the 
other pending claims. 

In light of the above, all pending rejections should be withdrawn. 

Conclusion 

In view of the foregoing amendments and remarks, it is believed that the subject claims 
are in condition for allowance, which action is earnestly solicited. If, in the opinion of the 
Examiner, a telephone conference would expedite prosecution of the subject application, the 
Examiner is invited to call the undersigned attorney. The Office is authorized to charge any fees 
that may be necessary for consideration of this paper to Kenyon & Kenyon Deposit Account No. 
11-0600. 

Respectfully submitted, 

Dated: August 3, 2009_ By:_ /Lawrence H. Frank/ _ 

Lawrence H. Frank 
Reg. No. 51,700 

KENYON & KENYON LLP 
One Broadway 
New York, NY 10004 
(212) 425-7200 
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